
- _  

/  

1  

;. _ ;  

,i 

^  .‘. 
~ .  i . ,  

- , .  
.  .  ..,-_’ 

‘, 

, 

I _  



OS(ZS/OZ 18:12 FAX 718 276 17?5 BON LABS , . 
*e 

@oos 

rrr * **=+\ ? 
.c DEPARTMENT OF HEALTH & HUMAN SERVICES Public Health &rvice 

m Food and Drug Administration 
ftockvinebm2085Y 

NDA 13-21 1644 
u 

Elm Plwmaceuticals, Inc. 
Attention: Ms. Liada B. Fischer 
Director, Regulator Affairs 
45 Horse Hilt Road 
Cedar Knolls, NJ 07927 

Dear Ms. Fischer: 

Pkase refm to your supplthental new drug application dated f 6 October 2001, received 17 October 
2001, submitted under section 505(b) of the Federal Food, Drug, and Cosmetic Act for Skclaxin 
(metaxalone) Tabtets, 4OOmg. 

This supplemental new drug application provides for inclusion of a Pharmacoldnetics section in the 
Wd. 

We have compteted the review of this supplemental application, as amended, 8nd have concluded th8t 
adequate information has been presented to demonstrate that the drug product is safe and effbctive for 
USC as mended in the agreed upon enclosed labeling text. Accordingly, the supplemental 
8ppliwtiOIl is approved effwive on the da of this letter. 

The find printed labeling (FPL) must be identical to the following lab&g: 

Phammcoklnetios 

In e single center, randomized, two-period crossover study with 42 healthy 
volunteerjl(31 males, 11 femaies), a single 4CKbng Skdaxin (metrrxalorte) tabbt 
was administered under both fasted and fed condit~ns. Under fa&d conditions, 
mean t SD. peak plasma metaxalone concentrations (GUM) of 983.4 * 516.9 
ng/mL were achieved within 3.3 f 9.2 hours after dosing fl’). Metf~xalone 
concentrations d&iined with mean tennina! halWe (tw) of 9.0 kt.4,8 hours. The 
mean apparent oral dwance (CL/F) of metaxalone was 53.5 1: 27.1 Uhf, 
In the 638me study, the adminlstmtion of a 400 mg Sk&M tablet foIlowing a 
standardimd high fat meal showed an lncneaser in the mean CIMX~?K! the 8ree 
under the owe (AUCo.Q of metwdone to 177.5% and ‘t23.S%, respectively. 
The me8n TRUXWBS also incraesad to 4.3 f 2.3 hr. whmas the mean ttmfvas 
decreased to 2.4 5 1.2 hf, CWtn the magnituds of plasm8 level changes following 
a high fat meal, Ske!axin tablets shoutd be admlnlstered on an empty stomech. 

Thet absolute bioaWabMty of Sk8laxin tablets is n& know& M&m&me is 
metabolitgd by tha liver and excreted In urine 88 unldentif@d metabolizes. 
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The impact of age, gender, hepatic and renal dist-sse on the ~amacokinetics 
of Skdaxiin tablets has not been determined at this time. 

Please submit the copies of final printed labeling (FPL) electronically according to the guidance for 
industry titled Providing Reguhrory Submissions in Electronic Formal - A?DA (January 1999). 
Alternatively, you may submit 25 paper copies of the FPL as soon as it is available but no more than 35 
days after it is printed. Please individually mount ten of the copies on heavy-weight paper or similar 
material. For administrative purposes, this submission should br! designated “FPL for approved 
supplement NDA 13-2 17/S-044.” Approval of this submission by FDA is not required before the 
labeling is used. 

if a letter communicating important information about this drug product (i.e., a “Deer Haalth Care 
Professional” letter) is issued to physicians and others responsible for patient care, WC request that jou . 
submit a copy oftbe let& to this NDA and a copy to the following address: 

MEDWATCH, HF-2 
FDA 
5605 Fishers Lane 
Roekville. MD 25857 

We remind you that you rnht comply with the requirements for an approved NDA set forth under 
21 CFR 314.80 and 314.81; 

If you have any questioos, @l Jane A. Dean, RN* MSN, Regu1atoryHeaJt.h Project Manager, at 
301-827-2595. 

Im S. Simon, M.D. 
Division Director 
Divieion of Anti-inflammatory, Analgesic and Ophthalmic 
Drug Products 
oface of Drug Evaiuation v 
Center for Drug &&aticm and Research 

@or0 



. 
. 

.-.
 

. 
J 


